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3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 
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The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article 
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International application No. 
PCT/EP98/00917 


International filing date (day/month/year) 
18/02/1998 


Priority date (day/month/year) 
21/02/1997 


Internationa! Patent Classification (IPC) or national classification and IPC 
C12N15/70 


Applicant 
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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 8 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 
I S Basis of the report 



II 


□ 


III 

IV 




V 


B 


VI 




VII 


□ 


VIII 





Non-establtshment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 

Certain documents cited 
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International application No. PCT/EP98/0091 7 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1-43 as originally filed 

Claims, No.: 

1 -39 as originally filed 

Drawings, sheets: 

1 /9-9/9 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
H claims Nos. 18, 19, 34. 

because: 
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□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 

K the description, claims or drawings (indicate particular elements beloW) or said claims Nos. 18, 19, 34 are so 
unclear that no meaningful opinion could be formed (speciffl: 

see separate sheet 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 
IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

2. JS This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 , not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1 , 13.2 and 13.3 is 

□ complied with. 

B not complied with for the following reasons: 
see separate sheet 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 

E all parts. 

□ the parts relating to claims Nos. . 
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V. 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. 



Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



2, 8-13, 15-17, 21. 24-27, 29-33, 35-39 
1,3-7, 14, 20, 22-23,28 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



2,8-11, 15-17 

1,3-7, 12-14, 20-33,35-39 



Industrial applicability (IA) 



Yes: 
No: 



Claims 
Claims 



1-35, 37, 39 



2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1. Certain published documents (Rule 70.10) 
and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Item III. 

Claims 18, 19 and 34 are of such unclear nature that their examination for novelty, 
inventive step and industrial applicability is virtually impossible. 

N.B.: Even if claim 34 was to read "A method. ..22 and 23 is used 1 the claim 
would still not be clear since no immunological detection of a disease-specific PrP 
(i.e. a protein) can be obtained when said protein is treated with a recombinant 
prion protein (i.e. another protein). 

Item IV. 

The application lacks unity within the meaning of Rule 13 PCT for the following 
reasons. 

The separate inventions/groups of inventions are based on the subject-matter of: 

- claims 8 and 15, 

- claims 9 and 16, 

- claims 10 and 17. 

The common concept linking together independent claims 8-10 and 15-17 is the 
following: 

Monoclonal antibodies (and the corresponding hybridoma cell lines) reacting with 
certain epitopes of PrP. This common concept is not novel, see e.g. document D1 
which discloses such mABs. 

Thus, said groups of inventions are not so linked as to form a single general 
inventive concept. No technical relationship which finds expression in the claims in 
terms of the same or corresponding special technical features (i.e. the particular 
technical feature(s) that define a contribution over the prior art) exists between 
these three groups of inventions. 

Even if the method of preparing the hybridoma cell lines (e.g. a method according 
to claim 25) was inventive, the lack of unity objection would be maintained since 
the hybridoma cell lines per se would still not be linked so as to form a single 
general inventive concept. 
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Item V. 

Reference is made to the following documents: 

D1: KASCSAK et al. t Dev. Biol. Stand., 80, 1993, pp.141-151. 

D2: KRASEMANN et al., J. Immunological Methods, 199(2), 1996, pp. 109-1 18. 

I) Document D1 discloses (see in particular pages 142 and 143) monoclonal 

antibodies (3F4, 4B4 and 7G5) having the same features as those mentioned for 

the monoclonal antibodies according to claims 1 and 3-7. 

Thus, D1 destroys the novelty (Article 33.2 PCT) of claims 1 and 3-7. 

Said monoclonal antibodies are produced by hybridoma cell lines (see D1, page 

142, "Antisera"). This destroys the novelty of claim 14 when it refers to claims 1 

and 3-7. 

The methods for production of said antibodies and hybridoma cell lines as 
disclosed in claims 24-27 merely involve classical technics which are obvious for 
the skilled person. Claims 24-27 lack an inventive step under Article 33.3 PCT. 

The attention of the Applicant is drawn to the following point. The method of claim 
25 involves the use of a recombinant PrP according to claim 22 or 23. The fact 
that the PrP is defined as being "recombinant" does not perse confer to said PrP 
any distinguishing technical features over the naturally occurring (native) protein. 
If inventive step of the method of claim 25 should be based on the use of a 
recombinant protein, the technical features (if any) which characterise such a 
recombinant PrP should be introduced in the claim. 

Dependent claim 12 does not contain any features which, in combination with the 
features of claim 1 to which it refers, meet the requirements of the PCT in respect 
inventive step (Article 33.3 PCT). 

An antibody raised against the binding region (idiotype) of a known antibody 
(according to claim 1) is routinely obtained and does not involve an inventive step. 
Thus, claim 13 does not fulfil the requirements of Article 33.3 PCT when it refers 
to claim 1. 
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II) The recombinant expression vectors disclosed in Fig. 3 of D2 destroy the novelty 
of claims 20 and 28. 

The PrP ORF was known in the art at the priority date of the present application. 
Its insertion in the known pET1 1a vector to obtain pbPrP3 (see the description 
page 28) does not involve an inventive step. Thus, claim 21 does not fulfil the 
requirements of Article 33.3 PCT. 

Fig. 1 of D2 destroys the novelty (Article 33.2 PCT) of claims 22 and 23. 

Claim 29 is not inventive since it merely claims the use of a known expression 
vector for the production of a known protein encoded by said vector. 

III) It would seem that the present application is based on a monoclonal antibody, 
named 15B3, that can discriminate between the normal (PrP c ) and disease- 
specific (PrP Sc ) forms of PrP. In the native state, mAB 15B3 stains only bovine 
PrP Sc and not PrP c (page 1 1 and Fig.6b of the application). mAB 15B3 
precipitates only PrP Sc from infected cattle, mice or humans, but not PrP c (page 
33). mAB 15B3 involves an inventive step (Article 33.3 PCT). 

Although mABs 6H4 and 34C9 do not exhibit this conformational epitope 
specificity for PrP Sc , they were also not derivable in an obvious manner from the 
cited prior art. However, they do not show a common inventive concept with the 
mAB 15B3 (see item IV). 

In consequence, the subject-matter of claims 2, 8-11, 15-17 fulfil the requirements 
of Article 33.2 and 3 PCT. 

IV) Claim 30-33 and 35-39 relate to classical test kit, immunological detection 
procedure, pharmaceutical preparation, method for therapy and use of mAB. Said 
claims are objected to for lack of novelty and/or lack of inventive step when they 
do not refer to novel and inventive matter (i.e. the specific mABs according to the 
present application). 

V) For the assessment of the present claims 36 and 38 on the question whether they 
are industrially applicable, no unified criteria exist in the PCT. The patentability 
can also be dependent upon the formulation of the claims. The EPO, for example, 
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does not recognize as industrially applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a 
compound for the manufacture of a medicament for a new medical treatment. 

Item VI. 

Certain published documents (Rule 70.10) 

Application No. Publication Filing Priority 

WO 97/1 0505 20.03.97 1 3.09.96 1 4.09.95 

Item VIII. 

1 ) The subject-matter of a great many claims do not fulfil the requirements of Article 
6 PCT taken in conjunction with Rule 6.3a PCT which states that the subject- 
matter for which protection is sought must be defined in terms of the technical 
features of the invention. 

The claims objected to are inter alia claims 1-7, 12-14. 
Note that these claims (in particular claim 2 which is considered novel and 
inventive) do not meet the requirements of Article 6 PCT in that the matter for 
which protection is sought is defined in terms of the result to be achieved which 
merely amounts to a statement of the underlying problem. The technical features 
necessary for achieving this result should be added. 

2) Article 6 PCT requires that the claims shall be clear. 

The mAB designations 6H4, 34C9 and 15B3 (claims 8-11) and the plasmid 
designation pbPrP3 used in claim 7 are arbitrary denominations which are 
meaningless for third parties since they convey no technical information to the 
reader of the claims. 
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